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L4 ANSWER 1 OF 6 USPATFULL on STN 
TI Modified flourescent proteins 

AB Functional red fluorescent proteins, nucleic acids encoding them, and 
methods for their use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 2 OF 6 US PATFULL on STN 

TI Novel fluorescent proteins 

AB A GFP with an F64L mutation and an E222G 

mutation is provided. This GPP has a bigger Stokes 

shift compared to other GFPs making it very suitable for high throughput 

screening due to a better resolution. This GFP also has an 

excitation maximum between the yellow GFP and the cyan 

GFP allowing for cleaner band separation when used together with 

those GFPs . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 3 OF 6 US PATFULL on STN 

TI Live cell procedures to identify to identify compounds modulating 

intracellular distribution of phosphodiesterase ( pde) enzymes 
AB An alternative therapeutic approach for PDE4 inhibition is disclosed. 
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PDE4 dislocators, will remove the PDE4 away from the native location in 
the cell and thereby increase the concentration of cAMP in this 
location. By dislocating the PDE4 , and thereby not acting directly on 
the catalytic, among phosphodiesterase inhibitors, well conserved site, 
the compound will act e.g. at the binding domain of the PDE4 , thereby 
providing isoform-specif ic "inhibitors" of PDE4 . The dislocation of 
PDE4s are visualised with fusions to GFP . The native location 
is induced by treatment with Rolipram. 
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L4 ANSWER 4 OF 6 USPATFULL on STN 

TI Novel fluorescent proteins 

AB A GFP with an F64L mutation and an E222G 

mutation is provided. This GFP has a bigger Stokes 

shift compared to other GFPs making it very suitable for high throughput 

screening due to a better resolution. This GFP also has an 

excitation maximum between the yellow GFP and the cyan 

GFP allowing for cleaner band separation when used together with 

those GFPs. 
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L4 ANSWER 5 OF 6 USPATFULL on STN 

TI Mutant Aequorea victoria fluorescent proteins having increased cellular 

fluorescence 

AB The present invention is directed to mutants of the jellyfish Aequorea 

victoria green fluorescent protein (GFP) having at least 5 and 
preferably greater than 20 times the specific green fluorescence of the 
wild type protein. In other embodiments, the invention comprises mutant 
blue fluorescent proteins (BFPs) that emit an enhanced blue 
f lubrescence. The invention also encompasses the expression of nucleic 
acids that encode a mutant GFP or BFP in a wide variety of 
engineered host cells, and the isolation of engineered proteins having 
increased fluorescent activity. The novel mutants of the present 
invention allow for a significantly more sensitive detection of 
fluorescence in engineered host cells than is possible with GFP 
or with its known mutants. Thus, the mutant fluorescent proteins 
provided herein can be used as sensitive reporter molecules to detect 
the cell and tissue-specific expression and subcellular 
compartmentalizat ion of GFP or BFP mutants, or of chimeric 
proteins comprising GFP or BFP mutants fused to a regulatory 
sequence or to a second protein sequence. 
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L4 ANSWER 6 OF 6 US PATFULL on STN 

TI Mutant Aequorea victoria fluorescent proteins having increased cellular 

fluorescence 

AB The present invention is directed to mutants of the jellyfish Aequorea 
victoria green fluorescent protein (GFP) having at least 5 and 
preferably greater than 20 times the specific green fluorescence of the 
wild type protein. In other embodiments, the invention comprises mutant 
blue fluorescent proteins (BFPs) that emit an enhanced blue 
fluorescence. The invention also encompasses the expression of nucleic 
acids that encode a mutant GFP or BFP in a wide variety of 
engineered host cells, and the isolation of engineered proteins having 
increased fluorescent activity. The novel mutants of the present 
invention allow for a significantly more sensitive detection of 
fluorescence in engineered host cells than is possible with GFP 
or with its known mutants. Thus, the mutant fluorescent proteins 
provided herein can be used as sensitive reporter molecules to detect 
the cell and tissue-specific expression and subcellular 
compartmentalization of GFP or BFP mutants, or of chimeric 
proteins comprising GFP or BFP mutants fused to a regulatory 
sequence or to a second protein sequence. 
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L6 ANSWER 1 OF 9 USPATFULL on STN 
TI Novel fluorescent proteins 

AB The present invention relates to novel variants of the fluorescent 
protein GFP having improved fluorescence properties. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L6 ANSWER 2 OF 9 USPATFULL on STN 

TI Novel fluorescent proteins 

AB A GFP with an F64L mutation and an E222G 

mutation is provided. This GFP has a bigger Stokes 

shift compared to other GFPs. making it very suitable for high throughput 

screening due to a better resolution. This GFP also has an 

excitation maximum between the yellow GFP and the cyan 

GFP allowing for cleaner band separation when used together with 

those GFPs. 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 



2004 : 9553 9 USPATFULL 
Novel fluorescent proteins 
Bjorn, Sara P. , Soborg, DENMARK 
Pagliaro, Len, Soborg, DENMARK 
Thastrup, Ole, Soborg, DENMARK 



NUMBER 



KIND 



DATE 



US 2004072995 Al 20040415 

US 2003-296953 Al 20030902 

WO 2001-EP6848 20010618 



[10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



DK 2000-953 20000619 
DK 2001-739 20010510 
Utility 
APPLICATION 

AMERSHAM BIOSCIENCES, PATENT DEPARTMENT, 800 CENTENNIAL 
AVENUE, PISCATAWAY, NJ, 08855 
19 
1 

8 Drawing Page(s) 
1217 



L6 ANSWER 3 OF 9 USPATFULL on STN 

TI Method for extracting quantitative information relating to interactions 

between cellular components 

AB A method is described to assay for protein interactions in living cells, 
e.g. by the introduction of two heterologous conjugates into the cell. 
The method uses the measurement of cellular distribution of a detectable 
component (e.g. a GFP-labelled fluorescent probe) to indicate 
the presence or absence of an interaction between that component and a 
second component of interest. The method uses the knowledge that certain 
components can be stimulated to redistribute within the cell to defined 
locations. Inducible redistribution systems make it possible to 
determine if specific interactions occur between components. Inducible 



systems are described where it is demonstrated that the redistribution 
stimuli are essentially "null", in that they affect no other system in 
the cell during the assay period, other than the component whose 
redistribution can be induced. Also described is an extraction buffer 
which is useful in high throughput screening for drugs which affect the 
intracellular distribution of intracellular components. The extraction 
buffer comprises a cellular fixation agent and cellular permeabilisation 
agent. Optimising the composition of the extraction buffer and its 
application to various cell types is described. 
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L6 ANSWER 4 OF 9 USPATFULL on STN 

TI Live cell procedures to identify to identify compounds modulating 

intracellular distribution of phosphodiesterase ( pde) enzymes 

AB An alternative therapeutic approach for PDE4 inhibition is disclosed. 

PDE4 dislocators, will remove the PDE4 away from the native location in 
the cell and thereby increase the concentration of cAMP in this 
location. By dislocating the PDE4 , and thereby not acting directly on 
the catalytic, among phosphodiesterase inhibitors, well conserved site, 
the compound will act e.g. at the binding domain of the PDE4 , thereby 
providing isof orm-specif ic "inhibitors" of PDE4 . The dislocation of 
PDE4s are visualised with fusions to GFP. The native location 
is induced by treatment with Rolipram. 
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L6 ANSWER 5 OF 9 US PATFULL on STN 

TI Method for extracting quantitative information relating to an influence 

on a cellular response 

AB Cells are genetically modified to expresss a luminophore, e.g., a 

modified (F64L, S65T, Y66H) Green Fluorescent Protein (GFP, 
EGFP) coupled to a component of an intracellular signalling pathway such 
as a transcription factor, a cGMP- or cAMP -dependent protein kinase, a 
cyclin-, calmodulin- or phospholipid-dependent or mitogen-activated 
serine/threonin protein kinase, a tyrosine protein kinase, or a protein 
phosphatase (e.g. PKA, PKC, Erk, Smad, VASP, actin, p38, Jnkl, PKG, 
IkappaB, CDK2, Grk5, Zap70, p85, protein-tyrosine phosphatase 1C, StatS, 
NFAT, NFkappaB, RhoA, PKB) . An influence modulates the intracellular 
signalling pathway in such a way that the luminophore is being 
redistributed or translocated with the component in living cells in a 
manner experimentally determined to be correlated to the degree of the 
influence. Measurement of redistribution is performed by recording of 
light intensity, fluorescence lifetime, polarization, wavelength shift, 
resonance energy transfer, or other properties by an apparatus 
consisting of e.g. a fluorescence microscope and a CCD camera. Data 
stored as digital images are processed to numbers representing the 
degree of redistribution. The method can be used as a screening program 
for identifying a compound that modulates a component and is capable of 
treating a disease related to the function of the component. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB A GFP with an F64L mutation and an E222G 

mutation is provided. This GFP has a bigger Stokes 

shift compared to other GFPs making it very suitable for high throughput 

screening due to a better resolution. This GFP also has an 

excitation maximum between the yellow GFP and the cyan 

GFP allowing for cleaner band separation when used together with 

those GFPs . 
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TI Novel fluorescent proteins 

AB The present invention relates to novel variants of the fluorescent 
protein GFP having improved fluorescence properties. 
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The present invention relates to novel variants of the fluorescent 
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